The lower growth is larger, more compact, and semipedunculated, and extends well down towards the internal os. Here,. again, there is no evidence of ulceration. The cervix appears normal and healthy.
Read: Malignant Change in the Corpus Uteri
The lower growth is larger, more compact, and semipedunculated, and extends well down towards the internal os. Here,. again, there is no evidence of ulceration. The cervix appears normal and healthy.
Microscopically, the appearances of the two areas are so dissimilar that it is difficult to believe their common origin.
The upper area shows very definite glandular hyperplasia, with long villous-like processes covered by columnar epithelium. The muscular coat is only slightly invaded. The term papillomatous adenoma would, perhaps, best describe the appearance presented. For the greater part it is definitely innocent in character, but in one place malignant change appears to have supervened. Here, the columnar cells have become stratified and embryonic in character, showing mitosis and loss of basement membrane. This change is most evident in the villous process shown under the microscope and in the diagram.
The lower area presents an entirely different picture. Here the appearance is not unlike that of a squamous epithelioma-the epithelial cells being polygonal, some rounded, and others flattened and arranged in a very definitely stratified manner, producing the appearance of a mosaic with deep processes extending into the underlying tissue. In some parts attempt at cell-nest formation is visible.
In the underlying parts there is a loose cedematous stroma containing many thin-walled vessels.
The interesting features of the specimens are the two apparently completely divorced growths presenting totally dissimilar microscopical pictures.
I am indebted to Mr. J. Bright Banister, both for his permission to publish these cases and for the assistance he has given me.
Professor BLAIR BELL said that since metaplastic changes were a normal feature of the development of the epithelium of the genital passages, it was by no means uncommon to find metaplasia associated with pathological lesions.
It must be remembered that metaplasia from columnar to squamous epithelium was a protective phenomenon: for example, if the vagina remained covered with columnar epithelium after perforation, nearly every woman would die of puerperal sepsis in child-birth, for the vagina would be denuded of epithelium by this performance. Many THE conception that eclampsia is due to a primary failure of the excretory organs (liver and kidneys), the result of ischmemia from too great compression (1909, [23]), seems less impossible than it did six years ago. In 1924 Frank Cook [6] referred to it with some favour. Recently I showed that chronic nephritis in pregnancy rather supports it [27] . To-night I wish to discuss the evidence of PROCEEDINGS OF THE ROYAL SOCIETY OF MEDICINE Section of Obstetrics and Gynecology 71 treatment, and to relate a new experience, both of which also point in the same direction.
A knowledge of the cause and mechanism of a pathological process must always be the guide to treatment; inversely, the results of treatment must always check our conception of disease. Up till now the treatment of eclampsia has been empirical; a disease of "theories," eclampsia has been a disease of "treatments." When it was believed that eclampsia resulted from pressure on the renal veins [15] , the effect of posture was mentioned-the horizontal position, it was said, prevented eclampsia [111] ; and in one case the kneechest position stopped the convulsions [29] . When it was believed that the ovum, by producing a lethal poison, caused eclampsia, "accouchement force' held the field-to be followed by the more reasonable Casarean section, with its frequently excellent results. When the impossibility of stating certainly the source of the poison became apparent, and while it was still believed that eclampsia was due to a specific poison of some sort, eliminative measures were pressed, as exemplified by the gastric and colonic lavage of the Dublin school [30], only to be met with the better results of Stroganoff and his treatment with morphia and chloroform, which must tend to lock up secretions and can scarcely be said to be based on the eliminative idea.
Although convulsions do not comprise the essential expression of "eclampsia" being, according to Mangiagalli, "but an incident of the eclamptic poisoning" [18] -the fits must be controlled, for with their continuance the prognosis becomes more and more grave [7] . Morphia, chloroform, veratrone, blood-letting, emptying the uterus, all have this effect. Experience has shown that morphia and chloroform quieten the nerve-cells and reduce the blood-pressure. Veratrone has been used simply for its effect on the blood-pressure [18]. Morphia and scopolamine, according to Edenhuizer [8], considerably lower the blood-pressure; chloroform does so; even letting out the liquor amnii does so [13] . Delivery, with its usually wonderful effect, could not be supposed to act by directly affecting the nerve-cells. Delivery must act, because by delivery the blood-pregsure in eclamptics is usually caused to fall, and the blood-flow through the liver and kidneys is thereby facilitated.
The rise of blood-pressure is caused by an increased resistance in the splanchnic capillary areas, due to increased compression of the organs, plus an increased vasoconstriction (of arterioles) in extra-splanchnic parts, due to pressor bodies in -the blood, the result of the aberrant metabolism. Many writers think that there is also a constriction of visceral arterioles. Stroganoff believes that the toxin in the blood, the cause of eclampsia, affects the vasomotor centre and especially the blood-vessels, in which it produces "spasm " [331. Many believe that a spasm of the visceral arterioles-for instance, of the kidney-is the primary pathological change, explaining the oliguria or anuria. But if this were so, letting out the liquor amnii or emptying the uterus would not produce a fall of blood-pressure; and decapsulation of the kidney, post-partum, would have no effect on anuria. Moreover, if we suppose (for the sake of argument) that the capillaries of the kidneys and liver are blocked by compression, the postulation of a renal and hepatic vasoconstriction to explain the raised blood-pressure is unnecessary. Even if pressor bodies in the blood, the presumptive cause of an extra-splanchnic vasoconstriction, tend to produce a constriction of visceral arterioles, there is reason to believe that opposing forces, tending to prevent such vasoconstriction, are in play. When the capillaries of a part are obstructed by compression, the supplying arterioles are reflexly dilated, so that a greater blood-pressure may come to bear on the capillaries in question, and blood may get through. Beyond this is the fundamental fact that the organism can only go on if blood in adequate amount per Paramore: Eclampsia and Its Treatment unit of time traverses the excretory organs; the whole organism reacts so that blood shall pass through the kidneys and liver adequately. Though we suppose that a constriction of extra-splanchnic arterioles is due to the presence of pressor bodies in the blood, yet these bodies can only be got rid of by hepatic, renal and colonic activity. It thus seems reasonable to suppose that the extra-splanchnic vasoconstriction arises simply, or mainly, to force the blood through the essential viscera-for which a free way through the corresponding arterioles is necessary.
The effect of the remedies used in eclampsia supports this conception. Morphia, chloroform, veratrone, however they affect the vasomotor centre and the arterioles generally, have another effect: they depress the activity of striated muscle, the tone of which is a very important factor in the maintenance of the bloodpressure [27] . The limb muscles act by compressing to. some extent the innumerable capillaries [14] permeating their substances; the abdominal wall and diaphragm act in a similar way on the visceral capillaries. The resistance to the blood-flow in the capillaries, produced in this way, plays an active part in the maintenance of the circulation and of the blood-pressure. It is the aortic blood-pressure, in concert with the compression of the capillaries by the tissue cells, which determines the blood-flow through the capillaries, and thus the return of blood to the heart and in part the cardiac response. The activity of the tissue-cells is the ultimate cause of the circulation. The arterioles are secondary conveniences, introduced to facilitate the varying demands. Embryonic and other studies convince one of this.
In eclampsia, morphia, chloroform, veratrone, starvation, all cause a weakness of the muscles-both of the limbs and of the abdomen. Thus, with the drugs mentioned, a greater blood-flow through the viscera is rendered possible; and a greater flow occurs, provided that the capsules of organs (e.g., of the kidney) do not come into play and prevent expansion of the organs from the decompression. If they do, even emptying the uterus is of no avail. The normal emptying of the uterus is presumably without effect on the blood-pressure [31, 32], but after delivery, especially in women who have presented prodromal symptoms of eclampsia, the blood-pressure may rise [12] . For this, one must postulate a constriction of extrasplanchnic arterioles, necessary to overcome a capillary obstruction which persists or develops in visceral parts.
From Stroganoff's experience it would seem that morphia (combined with other narcotics) results in a greater output of urine. "If the fits do not appear for a long time usually all conditions improve; headache is less, the consciousness clears, the quantity of urine increases and the blood-pressure falls " [33] . According to Nicholson [21], both morphia and veratrone are prompt and potent vasodilators and act by causing a relaxation of the renal arterioles. But if the renal arterioles are not constricted-if the oliguria or anuria is due to a partial or complete block of the renal capillaries-the same result occurs if the means employed act by reducing the compression causing the block. Morphia, if it acts at all, seems to act in this way. Although morphia tends to poison or inhibit the activity of renal cells, by reducing the activity of the abdominal wall and thoracic diaphragm and thus allowing a greater flow of blood through the kidneys, it causes an increased outflow of urinehowever slight that increase at first may be. Veratrone acts similarly. A poison for striated muscle, if it reduces the blood-pressure it does so at least in part by reducing the compression of the capillaries within the limb muscles and within the large splanchnic area. Chloroform and chloral have the same effect. Emptyingthe uterus, obviously, greatly affects the physical conditions within the abdomen; it must relieve a too great compression of renal, hepatic and, indeed, of pancreatic and other visceral capillaries. Even letting out the liquor amnii must have this effect, but in lesser degree.
How does venesection act ? Stroganoff, referring to its use, says: " Usually . . . the patient became calmer. . . . As a rule, too, I noticed the increase in the amount of urine . . ." [331 -but he only used bleeding as a subsidiary in his treatment of eclampsia. Hingston [12], who gives venesection first place,' states that his patients also had morphia. We may believe that venesection in eclampsia relieves the crippled kidneys; but how? Stroganoff thinks it acts by removing from the blood a certain amount of poison. But he only observed good results after moderate bleeding. Moreover, he allows that venesection is followed by " re-entrance of cedema-fluid into vessels " [331. But the cedema-fluid, it is said, also contains the poison, and perhaps in greater amount than the blood; it is argued that because the prognosis in cedematous eclamptics is less grave than in non-cedematous ones, the poison is locked up in the cedema-fluid [37] . If this be so and cedema-fluid is returned to the bloodstream after bleeding, it is difficult to see how venesection can result in a reduction in the percentage toxicity of the still circulating blood.
The main effect of venesection must be that it reduces the blood-pressure. By affecting in this way the pressure in the cerebral arteries, it tends to prevent more fits. Its action on the kidney is similar. It must either reduce the compression of the organs, by diminishing the strength of the abdominal wall muscles, which presumably could only occur after moderately large bleedings and after some time; or, by reducing the pressure in the renal arteries, it must reduce the turgescence of the kidneys-at least, of the medullary part of these organs. Starvation acts similarly, but is too slow a method for such an end; its value is that by it foodstuffs, which precipitate the fits, are withheld. Even milk should be withheld; no eclamptic's chance of recovery is jeopardized by complete starvation (giving water only). Eclamptics, indeed, become weak [33], but, for this reason, their chance of recovery is greater.
A scrutiny of the treatment of eclampsia supports this view. All the drugs used are poisons and weaken the patient. Especially do they depress the muscles which produce and maintain the intra-abdominal pressure which, in virtue of its effect on the circulation, is such a potent factor in the maintenance of "strength." Just so far as they have this effect they seem to be more efficacious; unfortunately, they havo other effects and cannot be pushed too far. For this reason they are often disappointing. Combined with the insistent maintenance of the lateral position, better results with these remedies probably would occur. Placing the patient on her side immediately considerably reduces the intra-abdominal pressure, as observations of the pressure in the rectum show [24] . Unhappily, this position is advised simply to prevent the woman "drowning" in her secretions; thus, she will be pushed on her side only if she is being choked. In the absence of this, morphia, chloroform, veratrone will be given with the patient on her back; and bleeding will be done in this position. Turning the eclamptic into the lateral position should be the first of all interferences; it favours recovery. In some other diseases-for instance, in yellow fever,2 and after prostatectomy in "stout" men [341 -it seems the same. In eclampsia, although cedema of the lungs may occur early-e.g., after two fits [33] -it is usually a late phenomenon; placing the patient on her side, by affecting the capillary blood-flow within the skull, thorax and abdomen, tends to prevent cedema of the brain, cedema of the lungs, and (equally important) cedema of the abdominal viscera-of the liver and kidneys. Even in the treatment of pre-eclampsia, the lateral position should in-variably be used. Pararmore: Eclampsia and lts Treatment Reference to post-operative eclampsia must be made. It has been thought that such cases disprove the mechanistic conception of eclampsia. But the evidence rather points the other way. The cases are uncommon. However they and ordinary post-partum eclampsia are to be explained, sudden emptying of the uterus is not regarded as the best treatment for eclampsia. Although many obstetricians still believe that the placenta is the cause of eclampsia, rapid delivery, by wbatever method, is now discredited. Indeed, "termination of labour . . . is not even the principal aim" [7] . This attitude, based on a self-contradictory argument, seems inexplicable; if the placenta has suddenly begun to produce a deadly poison, the only thing to do is to get it out as soon as one can. Removing the source of a poison rapidly from the body should not result in disaster; it should save the situation. ln eclampsia, if the placenta is the source of the poison, removal does invariably save the situation. The amazing thing is that the advocates of this conception have not urged serum-therapy; although years ago Leith Murray suggested the use of antivenin [20] , and recently serum from recovered eclamptics had been tried[19], Young, I believe, persisting in his argument, does not suggest such treatment, and experience has shown that the placenta is not so deadly as has been supposed. Even cases of eclampsia recover without delivery, the pregnancy continuing with a subsequent live birth [5, 35] .
Such conclusions from these specific data, so exactly coinciding with those obtained from contemplating very different phenomena [24, 25], confirmed my opinion. Still, the question arose whether any further test could be tried. The inquiry led to a consideration of the rational treatment of eclampsia. If the preeclamptic toxmmia and eclampsia are due to a too great compression of the viscera, then a measure calculated to reduce the activity of the striated muscles of the abdomen should result in an improvement and even cure the patient. What measure -better calculated to this end than those already used could be employed? The answer came: 'Spinal anesthesia." It was the result of surgical practice in nontoxaemic cases; observing its effects, I suddenly arrived at the hope that spinal anaesthesia induced in eclampsia would not only benefit the patient, but sustain my conception of the disease.
Spinal anesthesia has been used before, in toxnemic pregnancy; but, as far as I am aware, only as a means for permitting further procedures. Thus, it has been induced in toxamic pregnancy for terminating the pregnancy (Cssarean section); being preferred in such cases because, for one thing, it "adds no element of hepatic toxemia or renal irritation" [3] . On this others also have laid stress [17, 28, 36] . But my idea was to use it in eclampsia as an end in itself, because of the very great reduction in tonicity of the abdominal walls immediately resulting, and which persists for some time. Spinal anasthesia could not, of course, be expected to remove a poison from the blood, or to check the effect of any such poison in the blood. It could only be expected to have an effect by reducing the compression of the abdominal viscera and, by acting on the limb muscles simultaneously with those of the abdomen, to reduce the blood-pressure-so desirable in eclampsia. By reducing the visceral compression, it would favour the blood-flow through the liver and kidneys, and in this way slowly lead to a restoration of these viscera and thus to an improvement in the state of the blood. The opinion of Arnold [2] supports this deduction; he referred to the markedly "beneficial after-effects on kidney elimination . . . that practically always do result so much more promptly after spinal anasthesia than after any other." I had to wait eighteen months for a case-the only one in which I have tried it.
On February 24, 1927, at about midnight, I was infornmed that a case of eclampsia had been admitted to hospital. I instructed that chloroform should be given and instruments for inducing spinal anesthesia be prepared. When I arrived I saw the woman lying on her back; she was breathing stertorously; chloroform was being administered. I immediately turned her on her side. As I did so the whole picture altered-the breathing, for one thing, immediately became quieter.
The following is the history. The patient, C. J., a married woman of 23, well developed, had had a child a year ago, and was then seven mionths pregnant. A month ago her husband was called up to serve in China, and she had to give up her home and come into Rugby, a fact which seemed to have thoroughly upset her. Three weeks previous to admission puffiness of the face and hands had been noticed, and she complained of headaches.
On the night of admission she left the supper table, thinking her child was crying, and went upstairs. Presently those below heard the noise of a fall, and found the woman on the floor in a fit. A doctor was sent for and the patient was admitted to hospital at 11.30 p.m. Before admission she had had two fits; her tongue was bitten and two teeth were broken. She had a succession of fits after admission without recovering consciousness. The pulse was 104, full and bounding; respirations, 24; temperature, 980 F. At 12.30 chloroform was administered, and I saw her soon after. Two ounces of highly albuminous urine were passed through a catheter. The lumbar region was exposed and painted with iodine, and a needle was inserted into the dura; a small quantity of cerebro-spinal fluid, apparently under normal pressure, was allowed to escape; and 1 1 c.c. of a 5 per cent. solution of tropacocaine was injected. The needle was withdrawn, the wound dressed, the chloroform stopped, and instructions given to keep the patient on her (left) side and report if any further fit occurred.
At about 2.30 a.m., with the resident medical officer, I visited the patient. I found her in a semi-drowsy state; she had had no further fit, but had been rather restless, throwing her arms and legs about. In my presence, she vomited and defeecated simultaneously, while still on her side; the visceral action was spontaneous. Her condition seemed much improved. Instructionis were given that she should be maintained on her side and that nothing but water should be given to her. At 11 a.m. the report was favourable; the patient had had a quiet night and was quite rational; a further motion had been passed. The blood-pressure was 148 systolic, and 100 diastolic. At 9 p.m. it was 120 systolic, and 80 diastolic; the patient complained of headache. The total amount of urine passed on that day (February 25) was 24 oz. The further progress of the case was uneventful, except that the amount of urine passed did not exceed 30 oz. for the first four days; that the blood-pressure became again raised (on February 28 it was 150 systolic, 110 diastolic); that the foetal heart-sound was heard on March 1, but was not heard on March 2, aAd that the patient miscarried on March 4. With the death of the child the amount of urine increased and the blood-pressure fell; after delivery, both conditions improved still more. The urine increased to over 60 oz. on some days, and on March 8 the albumin had disappeared. The patient was discharged on March 19, apparently quite well.
The following questions arise for discussion (1) Was this a case of eclampsia; and if so, was it a slight or severe case?
(2) If it was a case of eclampsia, was the treatment responsible for the result; and if so, was the spinal anesthesia in any way responsible for that result ?
(3) If the spinal ancesthesia was in any way responsible, how did it act ? (4) In view of the effect of spinal anaesthesia on the uterus, was the drug in any way responsible for the fcetal death; and if not, what was the cause of the fcetal death ?
(5) In view of the insufficiency of the urinary output during the first four days of convalescence, and the rising blood-pressure, should any part of the treatment, e.g., the spinal anesthesia, have been repeated ? Would that have improved the maternal condition and saved the child's life ?
Discu88ion.-Dr. T. WATTS EDEN said that he could not agree with the theory of eclampsia which Mr. Paramore had been adVocating with such eloquence and sincerity for many years. The theory could not be proved by ingenious argument, and Mr. Paramore would not carry conviction to others unless he could in some way test it by the inductive method. If he could experimentally produce eclampsia by raising intra-abdominal pressure, or if he could show that raised intra-abdominal pressure at times caused eclampsia apart from the pregnant state, he would go far to prove his case. To his (the speaker's) mind the occurrence of post-partum eclampsia might be said to knock the bottom out of the mechanical theory at a blow.
Mr. R. H. PARAMORE (in reply) thanked Dr. Eden for his remarks. Adverse criticism was better than no criticism at all. Eclampsia was such a large subject that it was impossible in one paper to deal with the whole subject; but he assured Dr. Eden that he would not shirk considering the post-partum cases.
He was sorry that the old criticism of Matthews Duncan-that large abdominal tumours caused the same pressure as did at times the pregnant uterus-should have been brought up again. He thought he had already replied adequately to that criticism. The condition of the abdominal wall in pregnancy and its condition in cases of large ovarian cysts were quite different and the pressure in the rectum was not the same.
It was true that a single case could teach little-but it taught something. It was at least an indication-a straw in the stream.
